wo 2004/088322 PCT/AU2004/000403 



1/34 



•=f 
'> 

a 

CO 



(0 

E 

CO 
JO 



-2 

0) 



I 

Q. 



m 



H 



m 

HDii 

o o 
1- 



03 



0 I 

I — m 



CD-t 

— I 



o 



CO 



CD 



HI 



I 

oHli 



H TV -H 

HIJH 

a-OH 



c^Wolman 
«MTSD B1 
^=TSD 
c^SAS 
<oSanhoff 
^Pompe 
^N-P(C) 
°N-P(A-B) 
'-MSD 
^MPS VI 
C=MPS IVA 
<^MPS HID 

«^MPS mc 

^MPS lilB 
^MPS IIIA 
S3MPS II 
^MPSi 
^MLD 
"*a-Mann. 
^Krabbe 
^ I cell 

in Gaucher 

"•-Galact. 

oil Fabry 

IP Controls 
II 



9 



CO 



CM ^ O 

(n/6uj) idmn 



wo 2004/088322 



PCT/AU2004/000403 



2/34 



[ 



JO 
CO 

:> 

c 

Q 
CO 
-J 

T3 
C 
(0 

I 

8 

E 

(0 

E 

CO 

-2 

CI. 



JO 

i 

O 
c 

■g 

Q. 
(0 
CO 




I — I Th 



o »o »o 

ON «S On 
CO CO 

* *o 



OIH3H b 
HJ a 



KD- 



o 
o 



o 

CM 



la 
O 

o 

CM 



B— 

o 
in 



B— 

O 

o 



' cMWolman 




'CMTSD Bl 




'c^iTSD 




'CMSAS 




' toSandhoff 




' ''^Pompe 




"^NCL 




■?N-P(C) 




•o)N-P(A/B) 




'c^MSD 




'° MPS VI 




'^MPS IVA 




•p^MPS MID 




'«MPS INC 




'^MPSIIIB 




'^MPSIIIA 


CM 

S. 

3 


'SMPSII 


•$2mPS 1 


iE 


'^MLD 




' >oa-Mannoslclosis 


' ^Krabbe 




»^I-Cell 




'^GM 1 




■ ^Gaucher 




' "^Galactosialidosis 


■c5 Fabry 




'ocystinosis 




' ^Control 





o 



(-1/6tI) o ujsodes 



wo 2004/088322 



PCT/AU2004/000403 



3/34 



■CO 




sisoudsAq 
(l-a) QSl 
QSl 
SVS 

j^oqpues 
eduiod 

(O) d-N 
(aA/)d-N 
lA Sdl/M 
VAI Sd!/M 

am Sdl/M 

3111 SdlAI 

am sdi/\i 

VIII Sdl/\l 
liSdl/\l 

I sdi/\i 
asiAi 

sjsopisouue^ 
eqqRi>| 

II80-I 

m9 

Jdipneo 
sfsopiieisopeieo 

esBdn ppv 

|0J}U03 



CO 

£ 

3 
O) 



(l/Sn) 9sep!soon|o-x> 



wo 2004/088322 



PCT/AU2004/000403 



4/34 



. CO 

■a 
o 

d 

0) 

CO 
CO 

c 

< 



K 
h- 



i-dH 



i 



I 

OH 



□ 



CM 
CD 

I CO 

» CM 
OO 

in 

CO 
CO 



o 

CM 



£ 
=1 

O) 



o 
o 

CM 



O 

o 
o 



o 
o 

OO 



o 

8 



o 

9 



o 
o 

CM 



(pooiq 9|oijM 1/Bn) kdVMVl 



wo 2004/088322 



PCT/AU2004/000403 



5/34 




(poo|q e|oqM i/6n) o ujsodBS 



wo 2004/088322 



PCT/AU2004/000403 



o 

(0 

E 
i_ 

o 

> CO 

^ 8 

P 0) 



Q. 

v> 

(0 

"g 

'(0 

8 
o 

2b 



6/34 



I 



CO 



<D 



"I 



£ 
o 



(-|/M/|oiun) AijAjpv 



• CO 



<D 
CL 



o 

CM 



LO 



o 



■5" 



CM ^ 

£ 
o 

CO -9 
^ I 

II 



«D 

£ 

U- 



(n/6n) uiQjoJd 



wo 2004/088322 



PCT/AU2004/000403 



7/34 




wo 2004/088322 



PCT/AU2004/000403 



8/34 



g 

=3 



o 



(0 
C 

o 



(0 

o 

Q. 

(0 ^ 

1 i 

O 2 

Q. 



(A 
0) 
CO 

s < 



o 

-Q 

I 

c 

O 
c 



(0 
3 
Q 



CM 

in 

CO 







blood 




ole 




:| 


Lwh 


1 


. nv> O 


i <^ 


sap 







S ^ « N 

Aouanbajj 



CO 

S 

O) 



wo 2004/088322 



PCT/AU2004/000403 



9/34 




wo 2004/088322 PCT/AU2004/000403 




wo 2004/088322 



PCT/AU2004/000403 



g 

2 

"co 

E 
o 
(/) 
o 

J. 

CO .E 



(0 

> 

CO 
CO 



CD 

o> 

CO 

>> 

■D 
O 

c 

< 



- £1 

O 0) 

0 ^ 

1 ^ 

^ o 

o 



CO 

c 
o 

o 



I 

Q. 



S 1^ 



I 

c 
UJ 



"E 
o 



o 
a. 



11/34 



CM CM 



^ T- CM X- 



CM 



(D ^ 

sz q 

CO ct: 



Q. Q. Q. Q. Q. 

g g © S g 
CD O CD (D CD 
SZ XZ JZ JO 
CO CO CO CO CO 



(D (D -iS d> 
(D 0) X) 0) 
^ jC CO JZ 



o 
o 



Q (D 

0)0 0 

loo 
8 



& S 

E E O 

£ E O 

8 8" 



ss 

® 
E 
E 

8 



ooo 

XXX 

ooo 



o 



!2 CO 



p 



0 

c 

^ E 
< CO 

CO ^ 

s I '8 a. 

CO tr* 



CD 
CO 



CD 
CO 



CD 
CO 



CD CO 

a: 



VJ ^ Zl 

CO iS iS 

00 CO 



0 
CO 
CO 



Q. Q.< 
E 2 <» 

CD ^ CO CO (O 

5 ^ o "5 -s-to § Q. 

WU2-0 S oW"SoLotc:-S — 



<D 
CO 
CO 

"2 
*co 

2 
S> 

s 

iS 

(0 



OO 
X X 
OO 



<D. 
CO 
CO 

■a 

SI 

B E 
" 1 



^« {5 

CX 
CD 



§ o 

CO 



S m <» 




▼-CMCOTl-lOCDh-CO 



O T- CM CO lO 



3 



wo 2004/088322 



PCT/AU2004/000403 



12/34 




ooooooooo 

OIOOIOOIOOUD 
CO CO CM Csl X- V- 



A)!8ua)U| aoueosajonij ueaiAi 



wo 2004/088322 



PCT/AU2004/000403 



13/34 



X 


CD 


X 


CO 




CM 


00 




CD 


CO 


p 






o> 


CO 




CO 


CD 




CD 


CO 


II 


CO 


II 


II 

>v 


"a: 


II 


In 




r CM 



to 

O 





1 


1 1 


1 1 


1 , 


1 


1 B|. 



o 
o 

CO 



o 
o 

CD 



O 
O 



o 
o 

CM 



2 



I 



(0 
O 



A|!sua)U| aouaosejoni J uea^y 



wo 2004/088322 



PCT/AU2004/000403 



14/34 



£ 

O) 




wo 2004/088322 



PCT/AU2004/000403 



15/34 



m 
2 

3 
O) 




X9|d-l7 



wo 2004/088322 



PCT/AU2004/000403 



16/34 




wo 2004/088322 



PCT/AU2004/000403 



11 1 34 



CO 
E 

CO 
Q. 

CO 
Q- 

CO 

2 

c 
o 
o 

M— 

o 

CO 
CO 



5=2 



«1 



O 2 



(T/6n) W9 



in o in 

CM CM -f- 



ID 



5: 2 



O If) 



(-]/6n) asepiuQinpi 



o 
o 



o 



8 



II 

0"Z 



& 

3 
CD 



b-COlO'Sl-COCMT-oZ 

(l/6n) o ujsodes 



wo 2004/088322 



PCT/AU2004/000403 




wo 2004/088322 



PCT/AU2004/000403 




wo 2004/088322 



PCT/AU2004/000403 



20/34 



c 

c 
o 

2 
o 

CO 

o 

!3 

Q. 

I 

CO 

E 

I 

a. 



o 

Q. 

CO 
CO 

"O 

c 

CO 
I 

a. 



3: 



CO 



4> 
O 



2- 

<q: 



c 
o 

Q 

I 

c 
u 



a> 
■g 

o 

(0 



^ . ^ <0 OB 
CD CQ -c |_ "C 

LU LU LU UJ 



< o 
cx5" 



o o 
o o 
o o 

- co" id 



in ;i 00 ^ 



CO 
CM 

C C 



<D (D 
C/) CO 
S CO CO 

^ CO -T 
0> 0)-J 



8 



E 

(0 

w 

CO m <D 
(0 (O 

o ^x: 
o 0) ^ 
— <^ ^ 



(D 
CO 
CO 
CD 
CO 



(D 
CO 
CO 
<D 
€0 



0) 
CO 
CO 
0) 

I- .J2 
CO CO ^ o ^ 

CD i£ s tS :s 



2 > 



o 
o 

CD 

8 



CM 

£ 

O) 



.5= <o 



1 

8 

3 

CO o 
r- 



(D 
CL 



CD 

8 

C 
CO 



r9 ^ 

oS eg 
^ JO 



wo 2004/088322 



PCT/AU2004/000403 



21/34 




wo 2004/088322 PCT/AU2004/000403 




y/O 2004/088322 



PCT/AU2004/000403 



23/34 



o 



c4 



as 
o 



CM 



3 



CO 

if 

I 
I 



i 

I 



o 

t 



o 



o 



CO 
O 



o 



CO 
CM 



O) 



1 



ON 



en 



od 



o 



c> 



oo 



S 



cn 



vd 
cn 



o 



o 



a 



G 

1 



U 

I 



i 

»— » 

U 

9 



O 

1 



CO 

u 

I 



i 

O 

I 



wo 
O 

§ 



NO 

o 

I 



i 



i 



u 

i 



i 



i 

o 

0 

i 



i 



I 



wo 2004/088322 



PCT/AU2004/000403 



24/34 



1 & 


4 




c 


c 




<> 


0( 


c 


V 


c 
c 


vc 




o 
c 




€*■ 


r- 


o 


V 

r- 






tr 


<* 


w 


oc 

Tl 


■ C 




w 
c> 




1 O 
. »— 




w 
o 




c 


oc 

Tj 


o 


o 


Ov 
*— J 


0} 
CO 

— CO 

CO 




c 




V 




vc 
o 


« 


vc 


c 


V 
V 


vc 

vc 


a 
c 


cx 

V 


tr 




vr 

0( 


vc 


C 
o 




C 


vc 


c 

0( 






Tl 

r 


o 
c 


i o 


, r- 

1 C 




c 
vc 


r- 


o 
c 






o 


lO 

Tl^ 


— or- 

CO 

-o 
*eo 

8 

O) 








c- 








«* 


oc 
c 




Q 


»- 


Q 

r 


V 


V 




w 


vc 


V 


\£ 
VC 


VC 


c* 


*c 


vc 


Tl 


c* 




Tl 


Tl 
VC 


; \£ 

: 




c 


Tl 
VC 


VO 

o 


cs 

cS 


VO 
C«S 


o 

CO 
€0 
XJ 

i 
1 










r- 
c< 


r- 




c 


VC 

vc 


c 




o 




vc 
VC 




o 

O 


f 
cx 


« 


c* 
cr 


t1 
o 


^C 
O 


c 
? 




1* 
vc 


? 


O 


c 
c 


c 


VC 

o 


« 

a 
t- 


o 




c 


c 
? 




c5 


CS 


a-iduronidase 








cx 


C 






o 
c 


0( 








0( 

■ t- 






0( 


vc 

*- 


c 


vc 
c 


o 
c* 


C* 


V 


vc 
c 


v< 

V 


r- 




V 

c 


T^ 

e< 




c 


oc 


t— 


o 
c 




TT 

o 


m 

C3 


o 

c<» 


a 
.a 




> 


i 




o 


\£ 
tr 


« 


V 


vc 
vc 


c 
c 

c*- 


: ^ 


« 

o 


a 


o 




3 


V 


vc 
w 


0( 

Tl 

W 


p 


0< 
V 


0( 

r 
vc 


vc 
VC 


r 


O 
Cf 
0( 


c* 


^ 

■ r- 
C 


0( 
V 


V 


c 
c* 


^ 




oc 
c> 
c» 


. r- 


o 


2 


c5 


c> 
cs 


LAMP-1 




i 




o 

? 


V 
V« 




w 


c 
o 
vc 




o 


: 5 


VC 

o 

V 


o 
c 
o 


1 OH 

vc 
<* 


VC 
\r 


w 




o 
f< 

vc 


, r- 
i c 
o( 


3 


oc 


i 


c> 


vc 


: <= 

vc 




vc 


Tl 

oc 


r- 


\r 

vc 
o< 


« 


vc 

o 


o 


V 

vc 
0( 


m 
o 


o 




Age 














































































e 

i 

09 


1 

i 


i 
1 


<* 
C 

1 
i 




V 

E 

1 

:! 


1 V£ 

1 


i 
•1 
i 


« 

I 

J 


O 

1 


i 

;z 


i 


1 

:l 


1 rr 

1 

C 

t 


1 

c 

1 

i 


V 

■ ^ 

i 


VC 

1 

c 

i 


f 

1 

c 

1 


] 


o 

1 
1 

i 


E 
c 

1 

i 


E 
c 

1 


r 
c 

E 
c 

1 
i 


c 

i £ 
c 

1 
i 


Tl 

1 

i 


\r 

1 


I vc 

i £ 
c 

:1 
i 


E 
c 

1 

i 


(X 

1 
:2 


1 

a 
b 

1 

< 


a 

i 


i 


s 

15 


i 

e 

CO 


j 


} 



sdniBA in990jd ioj|uo9 luoqAiai^ 



wo 2004/088322 



PCT/AU2004/000403 



25/34 



3 
i 



CD 
CO 
, CO 

"I 



o 

(O 
CO 



0) 

09 
CO 
TO 

55 8 
o 
n 



CO 
CO 

■o 



8 



c> 



o 



o 



8 



O 



8 



o 



CO 
C) 



O 



s 



oo 



2 

i 



2 



1= 

o 



o 



o 



o 



o 



o 



ON 

CD 



2 

(0 

8 



XI 



8 



o 




in 

CM 

£ 

3 
OS 



o Q 



wo 2004/088322 



PCT/AU2004/000403 



26/34 




1 



8; 



c4 



CD 



O 



ON 
O 

o 



5 



"1 



Si 

yd 



tn 

ON 
VO 



CO 



d. 

3 



5 



NO 
CO 



CO 
CO 



5 



I 



Si 



5 ^ 



VO 

o 



a: a> 



e 



<2 



ex. 

I 



wo 2004/088322 



PCT/AU2004/000403 



27/34 



0) 
CO 
CO 

CO 
■ CO 



_3 



0) 
(O 



4> 



I 



I 



t 



o 
o 



c4 



CO 



PL, 



o 



o 

CS 



GO 



r4 



c4 



c4 



C 



c> 



VO 



CS 

CO 



0\ 

ON 



VO 



9 



8 



O 
CO 

CO 



5 

c4 



ON 

o 



c> 



CM 

2 
3 

iZ 



II 



CO 



On 
O 

5' 



0) 

I 



I 



a 



I 



wo 2004/088322 



PCT/AU2004/000403 



28/34 



O 

CO 



O) 



1 

CO 



2 
o 

CO 



CO 

c 
o 

c 









o 


Q. 




(0 


CO 


po 




blo 


w 


ay 


■o 




a> 


CN 


Km 

■D 


■g 


lal 


CO 

o 


CO 




c 




o 




Ne 


iZ 




■ M 

c 
o 

1 

CD 

o 



O) 



ii- 

(0 C £ 
>i CU £X 



CO 

E 



c 
o 
u 



> 



j2 

1 

-S^ 2 
« 1o 



CO 



3 
CO 



wo 2004/088322 



PCT/AU2004/000403 




wo 2004/088322 



PCT/AU2004/000403 




wo 2004/088322 



PCT/AU2004/000403 



CO 

o 

Q. 
CO 

TD 
O 
O 



CD 
C 

o 

CO 
CO 

CO 

c 

CO 

0 



31/34 



€0 

'co 
o 

(0 



o 

CO 
CO 

>» 



IZI 



(0 

'co 
o 

"to 
CO 



^ < - 

- = 2 



i 

<D — <D 

=5. E Q 
9- S = 

«l §> 

(O CO 

a> CO x: 

is & 
CO <o o 



CO 
CL 



□ 



CO 



c 
o 
O 

X 



□ 



□ 



□ X 




o 

CO 



(D 

o O) 
CM CO 

o 

CO 



CO 

£ 

3 



CO 

o 



o 



o 



CO 

o 



CM 

o 



o 
o 



o 

CD 



SOVNH 



CO 

o 



CD 

a: 



wo 2004/088322 PCT/AU2004/000403 



o 

a. 

(0 

■o 
o 
o 



32/34 



CD 
C 

o 

CO 
CO 

CO 

0 



o 

CD 
Q. 
CO 
O 

a: 




0) -= <D 

=S. E Q 
9- 5 c 

"I I 

CO SS 

Is & 

V> Oi O 



3 



O CXD CO CM O 

t-T-T-OOOOO 

oooooooo 
oooooooo 

CD 

vn-ovNH-vn-ovNH 



wo 2004/088322 



PCT/AU2004/000403 



33/34 



(0 

•5 

Q. 

0) 

"O 
O 
O 

c 
o 

I 

"S 

(0 

CD 
' c 
CO 

• ■MM 

0 

Q. 
CO 

e 
-I— < 

.0) 



o 

CG 

E 
E 

=3 

CO 



a* 

o 

■ Hi 

O 

a 

CO 

> 

c 
CO 



o 

"S 
o 

(0 

•MM 

o 



CO 


o 


o 


o 


o 
o 


a> 


o 


o 


o 


o> 




















o 


o 


o 


o 




o 


o 


o 


o 


CD 











o 

< 



CO 

o> 

o 
o 



< 

ZD 
6 
< 

<fc 

1 



z c3 ^ 
X o ? 



6 



'^CMCOCMCOCOCOCM 



O 

■o 

O 

c 

CO 



(]> 
(/) 

CD 
(1> 
CO 

= = X> 
CO CO CO = H 



"to 
o 



CL Q. 0. 



(D 



CO 



-L CO 



<D 
(O 
CO 
CD 
(O 

TJ 

CD 

£ 
o 

Q. 



(D 
(O 
CD 
CD 
(O 

I 

■D 
C 
CO 

CO 



CD 
(O 
CD 
CD 

to 

CO 

O 
CD 
CO 

:^ 

CD 



CO 

9> 



wo 2004/088322 PCT/AU2004/000403 



34/34 



<D 
O 

Q 
CO 



CO 
CD 

CD 

E 

Q. 



Q. 

(1> 



<4-> CO 



c 
o 

o 
Q 
E 

er 

c 
111 



o 

CO 



fc fc •= 

m LU LU }- i_ 

a: ck: 

UJ LU 



■O T3 

i2 w (n sz 

■C h- I— Q. CL 

«<2 see 

I— CQ CQ Q. a. 

LU UJ 



CO (0 
(D O 
CO (O 



O 2 C-) CD o 
O S § O CD 

S o S o o 



to ^ 



oo" ^ !S 
.See 



O O --^ o o o o 
o o g o o o o 

O CD § 0_ O O O 



CO 
CO 



CM 



o 

CM 



J q> <x> 



CO 



Csl 



CM 



C C C C 



<D CD 
m i2 CO 

it:i 

II i 

-3 CO "T 



4 

<D 

E 

(0 
(0 

o 

"O CO 

o >• 
^ o 

D) CO 



CD 

% CD 

CO CO 
O- 'co 

O CM 2 

CO <D 0) 

lo g o 

^ C JCO 

3 CO 

CO I2 o> 



0) 
CO 

-a CD 

«- .J2 
CD =5 



CD 
CO 
CO 
(D 
CO 

<D > 

E ^ 
o ^ 
CL IS 



CO 
Q. 



0) 
CO 
CO 
0) 
CO 

(D 

CO 



CD 
CO 
CO 

isl 

i 2 E 

:=: CO CO 

>* cx o 

o <^ 
o) » jro 

9- P <^ 

CO *;= CO 
_ CO I 

O CD "a 

CO x: b 

i 

CD 
Q. 

o 
a. 

^ CO = = 

Q CO E CO CO 
CL .92 CL £L 



CD 
CO 

iS 
oS 

< ^ 

CD =3 
CO CO 

S to 

2 CD 

tl 

CO 

CO 0 



o 
o 
10 



2 

3 



CM 

II 

o 



